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Mouse generation and studies CCSP-rtTA/Tet-op-K-ras mice (FVB/SV129 mixed background) were generated as previously described (Konstantinidou et al., 2009; Konstantinidou et al., 2013) . Mice were housed in groups of 4-5 with food (either a standard chow rodent diet or the highcalorie (HC) diet (D12331 from Research Diets, New Brunswick, NJ, USA) and water available ad libitum in light-and temperature-controlled environments. Drinking water has been supplemented with doxycycline at the concentration of 200 µg/mL for the length of time indicated in the figure legends. TUDCA (Calbiochem) resuspended in saline at the concentration of 100 mg/mL (or saline for the controls) was administered by intraperitoneal injection (250mg/kg at 8am and 250mg/kg at 8pm). 4-PBA (Calbiochem) was administered at the same time points (500 mg/kg for 8am and 8pm, total 1g/kg/day) by oral gavage. Controls for PBA, received the same volume of vehicle by gavage of the PBA-treated mice. Tumor burden was assessed by digital quantification of the area occupied by tumors in the left lobe compared to unaffected tissue using NIH ImageJ (v1.42q) software. Tumor number was assessed by microscope analysis of lung sections stained with H&E and defined as the average of the number of adenomas present in three adjacent sections of the left lobe. Tumor size is defined as the ratio between tumor area arbitrary values (using NIH ImageJ (v1.42q) software) and tumor number in the left lobe.
Fed hormones/metabolites levels were determined by collecting tail blood from mice that were without food for 3 hours. Fasted hormones/metabolites levels were assessed in mice provided only with water ad libitum and without food for the indicated period. Time of day at which blood was collected was the same between groups. Tail vein blood was assayed for glucose levels using a standard glucometer (Fisher Scientific, Morris Plains, NJ). Serum was collected by centrifugation and assayed for leptin (Crystal Chem. Inc., Downers Grove, IL) and insulin (Crystal Chem. Inc.) levels using commercially available kits. Xenograft experiments were performed by subcutaneous inoculation of 10 6 cells into 8-week-old male SCID mice. Tumor volumes were calculated every three days using the formula: (length X width 2 ) /2.
Immunoblotting
Immunoblots were performed according to standard procedures in RIPA buffer (150 mM NaCl, 10 mM Tris pH 7. 
Immunohistochemistry
Mouse lungs and tumors were fixed in 4% paraformaldehyde (PFA) overnight at 4°C.
IHC procedure was performed as previously described (Konstantinidou et al., 2009; Konstantinidou et al., 2013) , using a commercial antibody against p-H3 (Millipore) and cleaved-caspase-3 (Cell Signaling). To detect apoptosis in mouse lung tissue we used the ApopTag plus peroxidase in situ apoptosis detection kit (Millipore). Methyl-green was used as counterstaining in TUNEL assay. Hematoxylin was used as conterstaining in IHC for p-H3 and cleaved-caspase-3. In order to quantify the % of p-H3 and TUNEL-positive cells, a total of 200 cells were scored/slide for at least 3 replicates.
In order to determine FKBP10 expression in human paraffin embedded lung samples we 
